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(57) Abstract 

Substituted lower alkanesulfonamide derivatives having high affinity for pharmaceuticals, particularly an endothelin receptor, and 
represented by general formula (I), pharmaceutical^ acceptable salts thereof, and pharmaceuticals containing as the active ingredient the 
same, especially an endothelin receptor antagonist, wherein n is 1 or 2; A represents an optionally substituted aryl group or an optionally 
substituted heteroaryl group; B represents an optionally substituted phenyl group; R 1 represents a lower -alkyl, lower alkenyl, or lower 
alkynyl group (these groups each being optionally substituted by one to three groups selected from the group consisting of halogen atoms 
and hydroxy, lower alkyl-O-, carboxyl, lower alkyl-O-CO-, and cycloalkyl groups); X represents a group represented by O, S, or -NH-; and 
Y represents O or S. 
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4-fcfU ^ vXJU] - 2 -7x-;H^>XM>75 K4 5 OmgON, N 
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^^x— ^;i^x^y-;uj:«9^<k$-&2 9 4mg©N- [6-*h^>-5- ( 
2-^h+y7x/+y) -2- ( 2 - tf 'J i= -4-^'J S^-JU] -2-7 

^0iJ 2 

6 1mgC^h^yX^y-MN, N-y^f-MM7$ K 5m 1 ^^td, jjc* 
fl^MJ-y-A (6 0%) 3 5 3mg£JP*., 1 55WS#b7Co dCDSJE&ii^(3N- [ 
6-^nn-5- (2 h + y7x7^y) -2- ( 2 - tf U ^ v?x;W - 4 — tf U 

5>>x;u] - 2 -^oix;i.x^>x;1//Jn>t^ H4 o 0mg^Jn^.^-e9^3 o# 
) -ettaiu $^i:#e.nfc«Mx-f;v-x^y-Mo^ift$t2 8 omg 

ON- [6- (2-^h+yih+y) -5- (2 h*is7 i;+y) -2- (2 
- tf U == 5*z;W -4-hfU5 vx;P] - 2 - 7 xXJH^ >x;p^>t 5 K £f#fco - 
§£»J 3 

4 0 0mg(ON- [6-^PD-5- (2-^ h + y7x/ + y) -2- (2 

-fcry=-^x;w -4-truV^->H -2- (2, 4, 6-hij/^7x- 

;U) X^>x;U7}n>7'S K©N, N- y/f;^A7 5 F (5ml) JSSEfcg 
2ST4 0 0mg©th>J7A^ h*-> F£J0& 3B#IHJ«#U&. R^ttS^t* 

7h^7 7^f-T«IL, 1$Snfc«M**& 3 5 OmgC 6. 5 3 

mlOO. IN KOHX^y-;U»«$Jn«fflTII^WJfti*Ufca» «BET 
•Sl^eaSWfc. d CD&£ H B H £x^ y -;l/-X— 7^;UTt^ 3 0 8mgflD#^ 
>"?A N— [6-^h^->-5- (2-^h4y7x^y) -2- ( 2 - tf 
■U5^x;P) — 4 — tf U 5 v 7 — ;U] -2 - (2, 4, 6-h'J/^7x-;P) 
I^>XJl/*>75T-hO. 5 Tkfn 

^J£^J4 
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X^U>^U n — 10ml LTkWtik-}- h'JOA3 3mgC4 5 OmgCDN- 
[6 -ZUU- 5 - (2-^h^y7iy^y) -2- ( 2 - tf 'J ^ *J ~ )V) - 
4-lf'J5y-JH - 2- (2, 4, 6-hU^^7i-;i/) 3L$>X)V*> 

U #e»n^c?S^#j^x^y-;i/-x-^;uit»^^^$it^, 2iimg(DN- 
[6- + -5 - (2- / h + y7i; + y) -2 - ( 

2-lfU*v;-;iO -4-kTUSv?x;i,] -2- (2, 4, 6 - h U ^^Jl/7x 

H»J5— 9 

H»J 1 tmmiZ LT###| 3 75M 7 ©<b^S:ffl^TmBH^ 3 fC^T-fb^ £t#7c. 
^^3^-To 

Rf : ###|#-5§, Ex : ^»J#-^, DATA : mp. : fift,& 

NMR : ^?SS^P ( |^^i7 (4#fBL&^PKD, DMSO-d G , TMSftTO^S) (5 : 
Me : *7)V* Ph : 7i-Jk Naph : ^^^;k Th : fIZjK 
Py : kTU >Mk 2,4,6-triMe : 2 , 4 , 6 - h U 



m2 



Rf 


DATA 


1 


NMR:3.06(2H,m),3.82(3H,s),4.26(2H,m).6.82(1 H,d),6.88(1 H,dt).7.09(1 H,dt),7.1 2(1 H,dd),7.19(1 H,m), 
7.25(2H.t),7.30(2H,d),7.69(1 H,t),9.04(2H,d),1 1 .88(1 H.brs). 


2 


NMR:2.17(3H,s).2.18(6H,s),3.01(2H,m),3.82(3H,s),3.98(2H,m),6.79(2H ( s) l 6.83(1H,dd),6.99 
(1H.dt).7.10(1H.dd),7.14(1H,dt),7.67(1H,t).9.01(2H,d). 


3 


NMR:3.51(2H,m),3.82(3H,s).4.30(2H,m),6.85-6.91(2H,m),7.10(1H,m),7.14(1H,d).7.26(1H.t) > 7.39 
(1H,t),7.42(1H,d).7.46(1H,t).7.64(1H,t),7.78(1H,d),7.87(1H,d),7.91(1H.d),8.93(2H.d). 


4 


NMR:3.22(2H,m),3.81 (3H,s),4.35(2H,m),6.77(1 H,d).6.85(1 H.t),7.08(1 H.t).7.14(1 H,dd).7.43-7.50(3H,m) 
,7.66-7.74(2H.m).7.77-7.82(2H,m).7.85(1 H.m).9.04(2H,d). 


5 


NMR:2.24(3H,s),3.00(2H,m),3.81 (3H,s),4.21 (2H.m),6.82(1 H,d),6.88(1 H,t) 1 7.04(2H,d),7.07-7.20(4H.m) 
,7.70(1 H.t>,9.04(2H,d).1 1 .83(1 H.brs). 


6 


NMR:3.28(2H,m),3.82(3H l s).4.26(2H > m).6.82-6.94(3H.m).6.98(1H,m).7.06-7.16(2H,m).7.33(1H,dd), 
7.69(1 H.t) ,9.05(2H,d),1 1 .93(1 H.brs). 


7 


NMR:2.01(2H l m),2.70(2H,t),3.78-4.00(5H,m),6.80(1H,d),6.87(1H,t),7.06-7.18(7H.m),7.68(1H,t),9.02 
(2H.d),11.76(1H,brs). 
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S3 




Ex 


R 1 X- 


n 


At 


DATA 


1 


MeO- 


1 


Ph 


mp.:1 47-149*0 

NMR:3.06(2H,m),3.80(3H,s),3.91 (3H,s),4.25(2H,m),6.67(1 H,d), 
6.84(1 H,t),7.04(1 H,t),7.1 0(1 H,d),7.19(1 H,t),7.26(2H,t) l 7.31 
(2H,d),7.66(1 H.t),9.02(2H,d),1 1 .21 (1 H.s). 


2 


MeO- 
(CH^-O- 


1 


Ph 


mp.:155-157X: 

NMR:3.05(2H,m),3.07(3H,s),3.39(2H,m),3.82(3H,s),4.23(2H,m) 1 
4.49(2H,m),6.77(1 H,d),6.85(1 H,t),7.04(1 H,d),7.09(1 H,t),7.19 
(1H,t),7.26(2H,d),7.31(2H,d).7.65(1H,t),9.01(2H,d),11.14 
(1H.S). 


3 


MeO- 


1 


2,4,6-triMe 
-Ph 


mp.:199-202'C 

NMR:2.10(6H,s),2.15(3H,s),2.75(2H,m),3.35(2H,m).3.80 
(3H,s),3.85(3H,s),6.41 (1 H,d),6.71 -6.78(4H,m),6.86 
(1 H,t),7.01 (1 H,d),7.54(1 H,t),8.99(2H,d). 


4 


HO- 
(CH^-O- 


1 


2,4,6-triMe 
-Ph 


mp.:148-149'C 

NMR:2.16(9H,m),2.99(2H,in),3.52(2H,t),3.84(3H,s),3.97 
(2H,m),4.38(2H,t),4.71 (1 H, brs).6.76-6.82(2H,m),6.86 
(1H,t),7.06-7.12(2H,m) I 7.63(1H,t) I 8.97(2H,d),11.10 

(1H.8). 


5 


MeO- 


1 


1-Naph 


mp.:92-94t: 

NMR:3.51 (2H,m),3.84(3H,s),3.92(3H,s),4.31 (2H,m),6.71 (1 H,d), 
6.84(1 H,t),7.04(1 H,t),7.1 1 (1 H,d),7.24(1 H,t),7.39-7.50(3H,m), 
7.60(1 H,t),7.79(1 H,t),7.91 (2H,t),8.89(2H,d),1 1 .28(1 H.s). 


6 


MeO- 


1 


2-Naph 


mp.:152-154'C 

NMR:3.20(2H I m),3.84(3H,s),3.87(3H,s),4.34(2H l m),6.58(1H,m), 
6.78(1 H,m) I 6.99(1H,m),7.07(1H I m),7.40-7.52(3H l m), 
7.60-7.92(5H,m),9.01(2H,m),1 1.25(1 H,s). 


7 


MeO- 


1 


4-Me- 
Ph 


mp.:79-80'C 

NMR:2.24(3H,s),3.00(2H,m),3.83(3H,s),3.92(3Hs,),4.20(2H,m), 
6.67(1 H,d) ,6.84(1 H,t),7.01 -7. 1 3(4H,m) ,7. 1 9(2H,d) ,7.66(1 H.t) , 
9.02(2H,d),11.17(1H,brs). 


8 


MeO- 


1 


2-Th 


mp.:1 69-170*0 

NMR:3.25-3.32(2H,m),3.83(3H,s),3.92(3H,s),4.28(2H,t) 1 6.67 
(1 H,d),6.84(1 H.t),6.93(1 H,dd),6.98-7.08(2H,m),7.1 1 (1 H.dd). 
7.33(1 H,dd),7.66(1 H,t),9.02(2H,d),1 1 .26(1 H.s). 


9 


MeO- 


2 


Ph 


mp.:186-187*C 

NMR:2.02(2H,q),2.71(2H,t),3.82(3H,S),3.84-3.90(2H,m),3.91 
(3H,s),6.65(1 H,d),6.83(1 H,t),7.04(1 H,t),7.07-7.20(6H,m), 
7.64(1 H,t),9.01 (2H.t),1 1 .1 0(1 H.s). 
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m4 




No. 


R'X- 


-Y- 


-R 2 


-R 3 


n 


Ar 


1 


MeO- 


O 


2-MeO- 


H 




2,6-Di-Me-Ph 


2 


MeO- 


O 


2-MeO- 


H 




2-CI-Ph 


3 


MeO- 


O 


2-MeO- 


H 




4-MeO-Ph 


4 


MeO- 


O 


2-MeO- 


H 




2,4-Di-Me-Ph 


5 


MeO- 


O 


2-MeO- 


H 




3-Th 


6 


MeO- 


O 


2-MeO- 


H 




3-Pv 


7 


MeO- 


O 


2-MeO- 


H 




4-Py 


8 


FCH ? CH,0- 


O 


2-MeO- 


H 




Ph 


9 


CH^C-O- 


O 


2-MeO- 


H 




Ph 


10 


MeO- 


O 


3-MeO- 


H 




Ph 


11 


MeO- 


. O 


4-MeO- 


H 




Ph 


12 


MeS- 


O 


2-MeO- 


H 




Ph 


13 


MeNH- 


O 


2-MeO- 


H 




Ph 


14 


MeOCK-CH^O- 


O 


2-MeO- 


H 




2-Th 


15 


MeOCH,CH,0- 


O 


2-MeO- 


H 




2-Py 


16 


MeO- 


O 


2-MeO- 


H 




2-Py 


17 


MeO- 


O 


2-MeO- 


H 


2 


2-Th 


18 


MeO- 


O 


2-MeO- 


H 


2 


2-Py 


19 


MeOCH^CHpO- 


O 


2-MeO- 


H 


2 


Ph 


20 


FChkChkO- 


O 


2-MeO- 


H 


2 


Ph 


21 


CH=C-0- 


O 


2-MeO- 


H 


2 


Ph 
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ft (D $g m 



1. Tie— ^ (I) T^£n&M&i£^7;kfr>7Jl"*;>7S Fmm&juttoimm 



n : 1 £7cte2 

^T;i/+;i/-o-co-Ri>^>^DT;u^;i,a^e»^'S>^^ Daft 
x : o, sxiia-NH-xssnsi, 

Y : OXfiS) 

^*»«fcOi^$n*l75S4fl©iKftiS7?llSlsnT^Tfe«tvO , tHd* 

M-?. nho, y7/> T^y, fi»7W-NH-, ^—!Sft7;^;i/-N 
i&m.T^^-S-, ®i7^il/-SO-. ii7MJl,-S0 2 - 

, NH 2 co-s&^-o-iBK7;^u>-o-s^e»3i*»«ko^$tis 




( I ) 
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->;k 75./, fi»7;i4;i/-NH-a^-fi»7;w-N-s*^a*8 
o-, ii7;w-o-co-, #;i/#=^>;k /\u5*>m?. - hD> ->7 

A 75 y\ ^7;WP-NH-R^-ffic»7J^JU-N-S^e.*:*»«fc 
DS^£n& 1 75S4ffl©«ftST?H8ISnTVvr & J;V> 5 75M6A'Vr n7 ij 

3. Bt^ mk7)V^r)V {WmL7)V^rM%/\U^>W^ <mc7 W-O-, # 
;i/#^r;>;k 757, ffi7;W-NH-My-ii7M;V-N-S^6 
^-S^Dil^^n^) 17!;S4{aosmS-eg^$nTViT ! b t kVi) , kh'D^ 

{g^7;u^-o-. ®Si7WJi/-o-co-, *M+y;k ad^> 

HB^, -hD,->7/, 757, WW^-NH-, > J —f£^7;WI/-N 
&m.7)V3-)V-S-. i»7W-SO-, ffl7JI/^-S0 2 - 
» NH 2 CO-SR^-0-ii7^I/>-0-S^e>^W3I^$n-5 

7!»S 6 M'Xr- a 7 U d , 

b#* h+->7i- 

- 2 2- 
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5. Atfinm3mO)1&ffli7)l*)l<&T~W&ZnT^T*><k^7*-)]s; ^y^-)V;X 
Rj^kHn^ygK \mB7)V^)V- O - T*«&£ ft TUT *> «k mffiftT'JMr 

6. N- [6-*h*5>-5- (2-^h+y7x/+y) -2- ( 2 - tf U ^ 

) -4-tf'J^x;|/| -2-7x— Jl/X^>^;i/*>7$ h\ N- [6- (2 
-^h+ylh+y) -5- (2-/^y7xy^y) -2- (2-tfU^v* 
— ;W - 4 - tf U ^ >?- ju] - 2-7xr;VX^>XM>75 N- [6- 
;*h*~>-5- (2-*b*rz/73LS3r>>) -2- ( 2 - bf U 5 y~JW -4- 

trus^zju] -2- i^>x;p*>75H. n- [6-*h 

(2-^h+y7x;+i/) -2- (2-tfU^-JW -4-tfU 
^v-;H -2- (4 x^>x;i/^>T^ h\ N- [6 

(2-^h+y7xy+y) -2- (2-tTUS5?— ;W -4-fcf 

uss?— ;W -2- (2-^x-jp) x*>*;U2fc>75 FRtf£ftS©£a>£> 
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